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IN THE CLAIMS; 

The following listing of the claims herein replaces all previous listings of the claims. 



1 (Currently Amended): A compound having Formula (I) 




(i) 

wherein 

X is oxy, methylene or thio; 
YisCHorN; 

Z is H, (C r C4)alkyl, (Ci-C 4 )alkyloxy, trifluoromethyl or halo; 
R 1 is hydroxymcthyl, (Ci-C 3 )alkoxymethyl, (C3-C 5 )cycloalkoxymethyl, carboxy, (Ci- 
C3)alkoxycarbonyl, (C3-C 5 )cycloalkoxycarbonyl, 

1 , 1 -aminoiminomethyl, 1,1 -(mono -N- or m-N,N-(Ci-C4)alkylamino)iminomemyl, l,l-(mono-N- 
or di-N.N-CCs-CsJcycloalxylarnino^minomethyl, carbamoyl, mono-N- or 
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di-N,N-(Cj-C4)alkylammocarbonyl, mono-N- or di-N,N-(C3-Cs)cycloalkylaminocarbonyl, or N- 
(C i -C4)alkyl-N-{C3-C3)cycloalkylaminocarbonyl; 
R 2 is H, (Ci-C 3 )alkyl or (C 3 -C 5 )cycloalkyl; 

A is -{CH2)n- where n is and integer from 1 to 4, or-(C m H 2 m-2)- where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted aryl, -CH(aryl)2, or 



R B2 




where R BI is (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci-C6)alkylthio, (Ci- 
C 6 )alkylamino or -D-G, 

R B2 is hydrogen and is (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci- 
QOalkylthio, (Ci-C 6 )alkylamino or -D-G, 

R M is (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, is (Ci-C 6 )alkyloxy, (C r C 6 )alkylthio, (C r 
C 6 )alkylamino or -D-G, 

R M is (Ci-C 4 )alkyi, halo, hydroxy, thio, amino, (Ci-C 6 )alkyloxy, (CrC^alkylthio, (Ci- 
C 6 )alkyl amino or -D-G, 

R B5 is (C|-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C 6 )alkyloxy, (Ci-Q)alkylthio, (Ci- 
C6)alkylamino or -D-G, 

D is oxy, thio, NH, (Ci-C 6 )alkyloxy, (Q-CeJalkylthio or (C r C6)alkylaniino and 

G is a partially saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
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nitrogen, or a tricyclic ring consisting of two fused partially saturated, folly saturated or fully 
unsaturated three to six membered rings, taken independently, optionally having one to four 
heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-Cj)alkyl, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, (C3-C 5 )cycloalkyl, hydroxy or (Ci-C3)alkoxy, or 

G is cyano, (Ci-C4)alkoxycarbonyl, (C3-C 5 )cycloalkoxycarbonyl, C(0)NR 4 R 3 , 
C(S)NR 4 R 5 , CpU^NRV, C(N(Ci-C 3 )alkyl)NR 4 R 5 or 
C(N(C 3 -C| 0 )cycloalkyl)NR 4 R 5 , where 

R 4 is H, (Ci-Cio)alkyl, hydroxy, (Ci-Cio)alkoxy, (C3-Cio)cyc!oalkoxy or a partially 
saturated, fully saturated or fully unsaturated five to eigfit membered ring, optionally linked 
through (Ci-C3)alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (C1-C3) bridge 
optionally linked through (Ci-C3>alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (Ci-Cio)alkyl, (Ci-Cio)alkoxy, (C3-Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, nitro, cyano, 
(C 3 -C5)cycloalkyl, hydroxy or (Ci-C 3 )alkoxy, and 

R 5 is H, (Ci-Cio)alkyl or (Ci-C l0 )cycloalkyl; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
membered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Ci-C6)alkoxy, (Ci-C8)alkyl, amino, mono-N- 
or di-N,N-{Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N-(C3-Cs)cycloalkyl- aminocarbonyl, 
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N-(Ci-Q)alkyl-N-(C3-C5)cycloalkylaminocaibonyl, mono-N- or di-N,N-(Ci-C4)alkylamino, 
mono-N- or di-N,N^C3-Cs)cycloalkylamino, 

N-(Ci-CU)alkyl-N-(C3-C5)cydoalkylamino, formylamino, (Ci-C4)alkylcarbonylamino, (C3- 
C 5 )cycloalkylcarbonylamino, (C r Q)alkoxycaibonylamino, 
N-(Ci-C4)alkoxycarbonyl-N-(Ci-C4)alkylamino, (C|-C4)sulfamoyl, 
(Ci-C4)alkylsulfbnylaminp, (C 3 -Cs)cycloalkylsulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through (Cr 
C3)alkyl, optionally having one to three heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally linked through (C|- 
C3)alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di-substituted with halo, trifluoromethyl, trifluoromethoxy, 
(Ci-C 3 )alkyl or (Ci-C 3 )alkoxy; 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -(CH2)i-, when R B1 is -D-G, R 34 is halo, trifluoromethyl, cyano, 
(C1-C3) alkyl, (C1-C3) alkyloxy, ethenyl or ethynyl, and R B2 , R B3 and R B5 are hydrogen. 

2. (Currently Amended): The compound of Claim 1 wherein 
X is oxy, 
YisN; 
Z is H or CI; 

R 1 is (Ci-C6)aIkylcarbamoyl; 
R 2 is H; 
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A is ~(CH2) 0 -, where n is 1 or 2, or cyclopropyl; ajid 
B is substituted or unsubstituted heteroaryl, naphthyl, 
-CH(aryl)2, or 

R B2 




where R BI is (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C6>aIkyloxy, (Ci-C 6 )alkyithio, (C r 
C^alkylamino or and-D-G, 

R w is (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-Q)alkyloxy, (Ci-C*)alkylthio, (d- 
C*)alkylamino or and -D-G, 

R B3 is (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C 6 )alkyloxy, (Ci-C 6 )aIkylthio, (d- 
C6)alkylamino or aad -D-G, 

R 34 is (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-Q;)alkyloxy, (Ci-C6)alkylthio, (Ci- 
C6)alkylamino or and -D-G, 

R B5 is (C r C 4 )alkyl, halo, hydroxy, thio, amino, (Cj-C^alkyloxy, (Ci-C6)alkylthio, (Ci- 
C6)alkylamino or and -D-G, 

D is oxy, thio, (Ci-C6)alkyloxy or (CrC6)alkyithio, and 

G is phenyl, pyridyl, pyrimidinyl, pyrazinyl, thiazolyl, oxazolyl, isoxazolyl, 
pyridinazinyl, tetrazolyl, isothiazolyl, thiophenyl, furanyl, 1,2,4-oxadiazolyl, 1,2,4-thiadiazolyi, 
pyrazolyl, pyrrolyl, indolyl, naphthalenyl, quinolinyl, isoquinolinyl, benzo[b] furanyl, 
benzo[b]thiophenyl, benzothiazolyl, tetrahydrofuranyl, pyrrolidinyl, piperidinyl, 
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tetrahydropyranyl, morpholinyl wherein said G is optionally mono-, di- or tri-substituted 
independently with halo, (Ci-C 3 )alkyl or (C|-C3)alkoxy; 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 

3. (Original): the compound of Claim 2 wherein B is a substituted or unsubstituted pyridyi, 
indolyl or thiazolyl; a prodrug thereof; or a pharmaceutically acceptable salt, solvate, or hydrate 
of said compound or said prodrug. 

4. (Original): The compound of Claim 3 wherein said substituted pyridyi, indolyl or thiazolyl is 
substituted with at least one substituent selected from the group consisting of (Ci-GOalkyl, halo, 
hydroxy, thio, amino, (Ci-Cejalkyloxy, (Ci-Cyalkylthio, (Ci-Cejalkylamino and -D-G, where D 
is oxy, thio, (Ci-C6)alkyloxy or (Ci-C6)alkylthio, and G is phenyl, pyridyi, pyrimidinyl, 
pyrazinyl, thiazolyl, oxazolyl, isoxazolyl, pyridinazinyl, tetrazolyl, isothiazolyl, thiophenyl, 
furanyl, 1,2,4-oxadiazolyl, 1,2,4-thiadiazolyl, pyrazolyl, pyrrolyl, indolyl, naphthalenyl, 
quinolinyl, isoquinolinyl, benzo[b] furanyl, benzo[b]thiophenyl, benzothiazolyl, 

tetrahydro furanyl, pyrrolidinyl, piperidinyl, tetrahydropyranyl, morpholinyl wherein said G is 
optionally mono-, di- or tri-substituted independently with halo, (Ci-C 3 )alkyi or (Ci-C3)alkoxy; a 
prodrug thereof, or a pharmaceutically acceptable salt, solvate, or hydrate of said compound or 
said prodrug. 

5. (Previously Presented): The compound of Claim 2 wherein B is 
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R B2 




where R BI is (Ci-C^atkyl halo, hydroxy, (d-C6)alkyloxy or -D-G, 

R K is hydrogen, (Ci-GOalkyl, halo, hydroxy, (C[-C6)aIkyloxy or -D-G, 
R B3 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C,s)alkyloxy or -D-G, 
R 34 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
R BS is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
D is (Ci-C6)alkoxy and 

G is phenyl, pyridyl, thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, furanyl, 1,2,4- 
oxadiazolyl, 1,2,4-thiadiazolyl, pyrazolyl, pyrrolyl, or morpholinyl wherein said G is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-Cj)alkyl, trifluoromethoxy or (Ci- 
C 3 )alkoxy; 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 

6. (Original): A compound selected from the group consisting of 

(2S,3S,4R,5R)3-ammo-5-{6-[2-(2,5-dim^ 
hydroxy-tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-4-hydroxy-5-[6-(3-methoxy-beiizyIamino)-purin-9-yl]- 
tetrahydro-furan-2-carboxylic acid methylamide, 
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(2S,3S,4R,5R) 3-amino-5-[6-(4-benzyloxy-benzylainino)-piirin-9-yl]-4-hydroxy- 
tetrahydro-ftiran-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-4-hydroxy-5- [6-(2-hydroxy-5 -methoxy-benzyiamino)-purin-9- 
yi]-tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-ammo-5-[6^3-butoxy-benzylammo^ 
furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-5-[6<2,5-dimethyl-benzylammo)-purin-9-yl]^-hydroxy- 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R 4 5R)3-ainmo-5-[6-(2,5-dichloro-benzylammo)-pu^ 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-4-hydroxy-5- {6-[3-(2-morpholin-4-yl-ethoxy)-benzylamino]- 
purin-9-yl} -tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-4-hydroxy-5- {6-[3-(3-methyl-isoxazol-5-ylmethoxy)- 
benzylamino]-purin-9-yl}-tetrahydro-fiiran-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino^hydroxy-5-[6^2-memoxy-5-memyl-be^ 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R)3-amino-5-[6-(2,5-diemyl-benzylar^ 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-5-{6-[2-(l-ethyl-propoxy)-5-methoxy-benzylamino]-purin-9-yl}- 
4-hydroxy-tetrahydro-furan-2-caiboxylic acid methylamide, 

(2S,3 S ,4R,5R) 3 -amino-5-[6-(3-cyclopentyloxy-benzylainino)-purin-9-yl] -4-hydroxy- 
tetrahydro-furan-2-carboxylic acid methylamide. 

(2S ,3 S,4R,5R) 3 -amino-5-[6^2-cyclopentyloxy-benzylamino)-purin-9-yl] -4-hydroxy- 
tetrahydro-fliran-2-carboxylic acid methylamide, 
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(2S,3 S,4R,5R) 3-amino-5-[6-(5^hloro-2-isopropoxy-benzylamino)-purin-9-yi]-^ 
hydroxy-tetrahydro-fiiran-2-caiboxyiic acid methyl amide, 

(2S,3 S,4R,5R) 3-amino-5-[6-(2-be^yloxy-benzylamino)-purin-9-yl] -4-hydroxy- 
tetrahydro-furan-2-carboxylic acid Diethylamide, 

(2S,3S,4R^R) 3-amiiK)-5-{6-[2-(4-fluoro-phenyl)-ethylaiiiino]-purin-9-yl}-4-hydroxy- 
tetrahydro-fiiran-2-caiboxylic acid methylamide. 

(2 S,3S,4R,5R) 3-amino-5-{6-[2-(4-benzyloxy-3,5-dimethoxy-phenyl)-ethylamino] -purin- 
9-yl } -^hydroxy-tetrahydjfo-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-ammo-4-hydroxy-5-(6-methylammo-purm-9-yl)4etrahydro-furan-2- 
carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-5- {6-[2-(4-fluoTO-3-methoxy-phenyl)^mylamino]-purin-9-yl}-4- 
hydroxy-tetrahydro-furan-2-caiboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-5- {6-[(3-benzyloxy-6-memyl-pyridm-2-ylmemyl)-aim^o]-purin- 
9-yl}^hydroxy-tetrahydro-f\iran-2-carboxylic acid methylamide, 

(2S,3S,4R,5R)3-ammo-5-[6<2,2^phenyl-emylaii^ 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-ammo-5-[2K;Moro-6-(2^ 
hydroxy-tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-5- {6-[2^3-benz>ioxy^-methoxy-phenyl)-emylammo]-purin-9- 
yl}^-hyckoxy-tetTahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R)3-amino^hydroxy-S-[6-(2-pyri^ 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R)3-aimno-5-[6-(2,5-dimefroxy-ben^ 
tetrahydro-furan-2-carboxylic acid methylamide, 
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(2S,3S,4R,5R) 3-amino-4-hydroxy-5^6-phenethylamino-purin-9-yl)-tetrahydro 
carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-anuno-5-(2-cWoro-6-memylamino-^ 
furan-2-carboxylic acid Diethylamide, 

(2S,3S,4R,5R)3-ainino^hydroxy-5-[6^(2-phen^^ 
tetrahydro-furan-2-caiboxylic acid methylamide, 

(2S,3S,4R,5R)3-amino-5-[2-cMoro-6K2,5^cMoro^^ 
hydroxy-tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3 S,4R,5R) 3-amino-4-hydroxy-5- {6-[2-(2-mor^holm^-yl-miazol-5-yi)- 
ethylamino]-purin-9-yl } -tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3 S,4R,5R) 3-amino-4-hydroxy-5-[6-(2-naphthalen- 1 -yl-ethylamino>-purin-9->d]- 
tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-ammo-5-{6-[(5-fluoro-lH-mdol-3-ylmemyl)-amino]-purin-9-yl}-4- 
hydroxy-tetrahydro-fur^-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3-amino-5-{6-[2-(4-benzyloxy-3-methoxy-phenyl>ethylainmo]-purin-9- 
yl}-4-hydroxy-tetrahydro-furan-2-carboxylic acid methylamide, 

(2S,3S,4R,5R) 3 -ammo-4-hydroxy-5-[6^2-pyridin-2-yl-ethyiamino)-purin-9-yl]- 
tctrahydrofuran-2-carboxylic acid methylamide, and 

(2S,3 S ,4R,5R) 3 -amino^hydroxy-5-[6-(2-phenyl-cyclopropylamino)-purin-9-yl]- 
tetrahydro-furan-2-carboxylic acid methylamide; 

a prodrug thereof, or a pharmaceutically acceptable salt, solvate, or hydrate of said 
compound or said prodrug. 
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7. (Previously Presented): A method of reducing tissue damage resulting from ischemia or 
hypoxia comprising administering to a mammal in need of such treatment a therapeutically 
effective amount of a compound, a prodrug thereof; or pharmaceutically acceptable salt, solvate, 
or hydrate of said compound or said prodrug according to Claim 1, 24, 27 or 30. 

8. (Original): The method of Claim 7 wherein the tissue is cardiac, brain, liver, kidney, lung, 
gut, skeletal muscle, spleen, pancreas, nerve, spinal cord, retina tissue, the vasculature, or 
intestinal tissue. 

9. (Original): The method of Claim 7 wherein said effective amount of said compound, prodrug 
thereof, or pharmaceutically acceptable salt, hydrate or solvate of said compound or said prodrug 
is about 0.01 mgflcg/day to about 50 mg/kg/day. 

10. (Original): The method of Claim 9 wherein said mammal is a human. 

1 1 . (Original): The method of Claim 1 0 wherein the compound is administered prior to, during 
and after cardiac surgery. 

12. (Previously Presented): A pharmaceutical composition which comprises a therapeutically 
effective amount of a compound, a prodrug thereof, or pharmaceutically acceptable salt, solvate, 
or hydrate of said compound or said prodrug according to Claim 1, 24, 27 or 30, and a 
pharmaceutically acceptable carrier, vehicle or diluent 

13. (Previously Presented): A pharmaceutical kit comprising 
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a. a dosage form adapted for intravenous or intramuscular injection comprising a 
compound, a prodrug thereof, or phaimaceutically acceptable salt, solvate, or hydrate of said 
compound or said prodrug according to Claim 1, 24, 27 or 30; and 

b. instructions describing a method of using the dosage form to reduce tissue 
damage resulting from ischemia or hypoxia. 

14. (Currently Amended); A pharmaceutical combination composition comprising: a 
therapeutically effective amount of a composition comprising 
a. a compound having Formula (I) 




H 2 lsf %R 2 
(I) 

wherein 

X is oxy, methylene or thio; 
Yis CH orN; 

Z is H, (CrC4)alkyl, {Ci-C^alkyloxy, trifluoromethyl or halo; 
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R l is hydroxymethyl, (Ci-C3)alkoxymethyl, (C3-Cs)cycloalkoxymethyl, carboxy, (d- 
C3)alkoxycarbonyl, (C3-C*)cycloalkoxycarbonyl, 

1 , 1 -aminoiminomethyl, l,l-(mono-N- or di-N,N-(Ci-Q)alkylamino)iminomethyl, l,l-(mono-N- 
or di-N,N-(C3-C5)cycloalkylamino)irninomethyl, carbamoyl, mono-N- or 
di-N,N^Ci-C4)alkyiaminocarbonyl, mono-N- or di-N,N-(C3-C5)cycloalkylaminocarbonyl, or N- 
(Ci-C4)alkyl-N-(C 3 <l5)cyclodkylaininocarbonyl; 
R 2 is H, (d-C 3 )alkyi or (C 3 -C5)cycloalkyl; 

A is -{CH 2 )n- where n is and integer from 1 to 4, or -(C m H 2m _ 2 )- where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl, - 
CH(aryl) 2 , or 




where R Bl , R 82 , R B \ R 64 and R B5 are each independently selected from the group 
consisting of hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C 6 )alkyloxy, (Cj- 
C6)alkylthio, (Ci<^)alkylamino and -D-G, where D is oxy, thio, NH, (Ci-C 6 )alkyloxy, (d- 
Cejalkylthio or (Ci-C6)alkylamino and 

G is a partially saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or folly 
unsaturated three to six membered rings, taken independently, optionally having one to four 
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heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
mono-, di- or tri-substituted independently with halo, (C]-C3)alkyl, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, (C3-Cs)cycloalkyl, hydroxy or (Ci-C3)alkoxy, or 

G is cyano, (Ci-C 4 )alkoxycarbonyl, (C3-C5)cycloalkoxycarbonyl, C(0)NR 4 R 5 , 
C(S)NR 4 R S , CCN^NRV, C(N(Ci-C 3 )alkyl)NR 4 R 5 or 
C(N(C 3 -Cio)cycloalkyl)NR 4 R 5 , where 

R 4 is H, (Ci-Cio)alkyl, hydroxy, (Ci-Cio)alkoxy, (C3-Cio)cycloalkoxy or a partially 
saturated, fully saturated or folly unsaturated five to eight membered ring, optionally linked 
through (Ci-C 3 )alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (C]-C3) bridge 
optionally linked through (Ci-C3)alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (Ci-Cio)alkyl, (Ci-Cio)alkoxy, (C3-Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C 3 )alkyl, trifluoromethyl, nitro, cyano, 
(C3-Cs)cycloalkyl, hydroxy or (Ci-C 3 )alkoxy, and 

R 5 is H, (Ci-Cio)alkyl or (Ci-Ci 0 )cycloalkyi; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
membered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Ci-C6>alkoxy, (Ci-C8)alkyl, amino, mono-N- 
or di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N-(C3-C5)cycloalkyl- aminocarbonyl, 
N-(Ci-C4)alkyl-N-(C3-C5)cycloalkylaminocarbonyl, mono-N- or di-N,N-(Ci-C4)alkylamino, 
mono-N- or di-N,N-(C 3 -Cs)cycloalkylamino, 
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N-(Ci-C4)alkyl-N-(C 3 -C5)cycloalkylamino, fonnylamino, (Ci<U)alkylcarbonylarnino, (C 3 - 
C 5 )cycloalkylcarbonylamino, (CrC4)alkoxycarbonylamino, 
N-(Ci-C4)alkoxycarbonyl-N-(Ci-C4)alkyIamino, (Cj-C4>sulfamoyl, 
(Ci-C4)alkylsulfonylamino, (C3-Cs)cycloalkylsulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through (Ci- 
C3)alkyl, optionally having one to three heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally linked through (Ci- 
C3>alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di -substituted with halo, trifluoromethyl, trifhioromethoxy, 
(Ci-C 3 )alkyl or (Ci-C 3 )aIkoxy; 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -(CH2>i-, when R B1 is -D-G, R 84 is halo, trifluoromethyl, cyano, 
(Ci-C 3 ) alkyl, (C1-C3) alkyloxy, ethenyl or ethynyl, and R B2 , R m and R M are hydrogenf.] 4 

b. a second compound, said second compound being a cardiovascular agent, a 
glycogen phosphorylase inhibitor, a sorbitol dehydrogenase inhibitor, or an aldose reductase 
inhibitor; and 

c. a pharmaceutical carrier, vehicle or diluent. 

15. (Original): The pharmaceutical composition of Claim 14 wherein the aldose reductase 
inhibitor is 1-phthalazineacetic acid, 3 ,4-dihydro-4-oxo-3 - [ [5-trifluoromethyl)-2- 
benzothiazolyl]methyl]-, or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
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1 6. ( Original): The pharmaceutical composition of Claim 14 wherein the glycogen 
phosphorylase inhibitor is 

5-chloro-l H-indole-2-carboxylic acid [(lS)-benzyl-(2R>hydroxy-3-((3S)- 
hydroxypyrrolidin- 1 -yl)-3 -oxopropyl] -amide; 

5-chloro-l H-indole-2-carboxylic acid [(lS)-benzyl -3-((3S,4S)-dihydroxypym>lidin-l- 
yl) -(2R)-hydroxy- 3-oxopropyl] -amide; 

5-chloro-l H-indole-2-carboxylic acid [(IS)- ((R)-hydroxy-dimethylcarbamoyl- 
methyl)-2-phenyl-ethyi] -amide; 

5-chloro- 1 H-indole-2-carboxylic acid [(1 S)- ((R)-hydroxy-methoxy-methyl- 
carbamoyl)-methyl)-2-phenyl-ethyl] -amide; 

5-chloro-l H-indole-2-carboxylic acid [(IS)- ((R)-hydroxy-[(2-hydroxy-ethyl)-methyl- 
carbamoyl] -methyl)-2-phenyl-ethyl] -amide; 

5-chloro-l H-indole-2-carboxylic acid [(lS)-benzyl-2-(3-hydroxyimino-pyrrolidin-l- 
yl)-2-oxo-ethyl]-amide; 

5-chloro-l H-indole-2-carboxylic acid [2-(cis-3 ,4-dihydroxy-pyrrolidin- 1 -yl)-2-oxo- 
ethyl]-amide; 

5-chloro- lH-indole-2-carboxylic acid [(lS)-benzyl -3-((cis)-dihydroxypyrrolidin-l-yl) 
-(2R)-hydroxy- 3-oxopropyl]-amide; 

5-chloro- 1 H-indole-2-carboxylic acid [2-((3 S,4S)-dihydroxy-pyrrolidin- 1 -yl)-2-oxo- 
ethyl]-amide; 

5-chloro- lH-indole-2-carboxylic acid [(1 SJ-benzyl^-^is^^-dmydroxy-pyrrolidin-l- 
yl)-2-oxo-ethyl]-amide; 

5-chloro- lH-indole-2-carboxylic acid [2-(l ,l-dioxo-thiazolidin-3-yl)-2-oxo-ethyl]- 

arnide; 
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5-chloro- 1 H-indole-2-carboxylic acid [( 1 S)-{4-fluoro-benzyl)-2-(4-hydroxy-piperidin- 
1 -yl) -2-oxo-ethyl] -amide ; 

5-chloro- 1 H-indole-2-carboxylic acid [(1 S)-benzyl-2-((3RS)-hydroxy-piperidin- l-yl>- 
2-oxo-ethyl]-amide; 

5^hloro-lH-indole-2-carboxylic acid [2-oxo-2-((l RS)-oxo-thiazolidin-3-yl)-ethyl]- 

amide; 

5-chloro-lH-indole-2-carboxylic acid [(1 S)-benzyl-2-(3 -hydroxy- azeti din- 1 -yl)-2-oxo- 
ethyl] -amide; 

or a pharmaceutically acceptable salt, hydrate or solvate thereof. 

17. (Currently Amended): The pharmaceutical composition of Claim 1 4 wherein the 
cardiovascular agent is a ^-blocker, a calcium channel blocker, a potassium channel opener, 
adenosine, adenosine receptor agonists, an ACE inhibitor, a nitric oxide donor, a diuretic, a 
glycoside, a thrombolytic, a platelet inhibitor, aspirin, dipyridamol, potassium chloride, 
clonidine, prazosin, pyruvate dehydrogenase kinase inhibitors, pyruvate dehydrogenase complex 
activators, a biguanide, NHE-1 inhibitor, an angiotensin II receptor antagonist antagonist a C5a 
inhibitor, a soluble complement receptor type 1 or an analogue thereof, a partial fatty acid 
oxidation inhibitor, an acetyl CoA carboxylase activator, a malonyl CoA decarboxylase inhibitor, 
a 5'AMP-activated protein kinase inhibitor, an adenosine nucleoside inhibitor, an anti-apoptotic 
agent, a monophosphoryl lipid A or analogue thereof, a nitric oxide synthase 
activators/inhibitors, a protein kinase C activator, a protein kinase 8 inhibitor, a poly (ADP 
ribose) synthetase inhibitor, metformin, an endothelin coverting enzyme inhibitor, an endothelin 
ET A receptor antagonist, a TAFI inhibitor, or a Na/Ca exchanger modulator. 
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18. (Original): The pharmaceutical composition of Claim 17 wherein the NHE-1 
inhibitor is 

[ 1 -(8-bromoquinolin-5-yl)-5-cyclopropyl- l//-pyrazole-4-carbonyl]guamdine; 

[l-(6-cMc>iX)qumolm-5-yl)-5-cyclopropyM^^ [1- 
(mdazol-7-yl}-5-cyclor^pyl-liy-pyrazole-4K^on^]guanidine; 

[l<beriziniidazol-5-yl)-5-cyclopropyl-li/-pyrazole^carbonyl]guam 

[ 1 -( 1 -isoqumolyl)-5-cyclopropyl-l^-pyiurole^^arbonyl]guam^ine; 

[5-cyclopropyl- 1 -(4-qumolinyl)-li/-pyrazole-4-carbonyl] guanidine; 

[5-cyclopropyl-l -(qumolin-5-yl)-lH-pyrazole-4-carbonyl]guanidine; 

[5-cyclopropyl-l-(quinolin-8-yl)- 1 H-pyrazole-4- carbonyl] guanidine; 

[ 1 -(indazol-6-yl)-5-ethyl- 1 H-pyrazole-4-carbonyl] guanidine; 

[l-(indazol-5-yl)-5-ethyl-l//-pyrazole^-carbonyl]guanidine; 

[ 1 -(benzimidazol-5-yl)-5-ethyl- 1 if-pyrazole^-carbonyl]guamdine; 

[l-(l-methylbenzimidazol-6-yl)-5-ethyl-ltf-^ 

[ 1 -(5-quinolinyl)-5-n-propyl- l/f-pyrazole-4-carbonyl]guanidine; 

[ 1 -(5^umolmyl)-5-isopropyl-l^pyrazole^carbonyl]guanidine; 

[5-emyl-l-(6^umohnyl)-l/f-pyrazole-4-carbonyl]guanidine; 

[ 1 -(2-methylbenzimidazol-5-yl)-5-ethyl- 1 //-pyrazole-4-carbonyl]guanidine; [ 1 - 
( 1 ,4-benzodioxan-6-yl}-5-ethyl- l#-pyrazole-4-carbonyl] guanidine; 

[ 1 -(benzotriazol-5-yl)-5-ethyl-l //-pyrazole-4-carbonyl]guani dine; 

[1 -(3-chloroindazol-5-yl)-5 -ethyl- l/f-pyrazole-4K;arbonyl]guarii dine; 

[ 1 -(5-quinolinyl)-5-butyl- l#-pyrazole-4-carbonyl]g^iamdine; 

[5-propyl- 1 -(6-quinolinyl)- l//-pyrazole-4-carbonyl] guanidine; 

[5-isopropyl-l-(6-qumolmyl)-l//^pyrazole-4-caibonyl]guanid 
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[ 1 -(Z-chloro-^raethylsulfonylphenylJ-S-cyclopropyl-l/T-pyrazole-A- 
caibonyl] guanidine; 

[ 1 -(2-cMorophenyl)-5-cyclopropyl- li/-pyrazole-4-carbonyl]giianidine; 

[1 -(2-trifluorometh>d-4-fluorophenyl)-5-cyclopropyl- l/7-pyrazole-4- 
caibonyl]guamdine; 

[ 1 -(2-bromophenyl)-5-cyclopropyl- lH-pyrazole-4-carbonyi] guanidine; 

[1 -(2-fluorophenyl)-5-cyclopropyl- l//-pyrazole-4-carbonyl]guanidine; 

[l-(2^hloro-5-methoxyphenyl)-5^yclopropyl-l// : -pyrazole-4- 
carbonyl] guanidine; 

[ 1 -(2^Uoro-4-methylaminosulfonylphenyl)-5-cyclopropyl- li7-pyrazole-4- 
carbonyl] guanidine; 

[ 1 -(2,5^chlorophenyl)-5-cyclopropyl-l//-py^ 

[1 -(2,3-dichlorophenyl)-5-cyclopropyl- l/f-pyrazole-4-carbonyl]guanidine; 

[1 -(2-chloro-5-aminocarbon>dphenyl)-5-cyclopropyl- l/J-pyrazole-4- 
carbonyl]guanidine; 

[ 1 -(2-chloro-5-aminosulfonylphenyl)-5-cyclopropyl- lH-pyrazole-4- 
carbonyljguanidine; 

[l-(2-£luoro-6-trifluoromethylphenyl)-5-cyclopropyl-l//-pyrazole-4- 
carbonyl]guanidine; 

[ 1 -(2-chloro-5-methylsulfonylphenyl)-5-cyclopropyl- lif-pyrazole-4- 
carbonyljguanidine; 

[ 1 -(2-chloro-5Klmiethylaminosulfony 
carbonyl]guanidine; 
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[ 1 -(2-trifluoromethyl-4-chlorophenyl)-5-cyclopropyl- 1 //-pyrazole-4- 
caibonyljguanidine; 

[ 1 -(2-chloropheQyl)-5-methyl- 1 H-pyrazole-4-carbonyl]guamdine; 
[5-methyl-K2-trifluoromethylphenyl)-lH-pyrazole-4-carbon 
[5-ethyl-l -phenyl- 1 H-pyrazole-4-carbonyi]guanidine; 

[5-cyclopropyl- 1 -(2-trifluoromethylphenyl)- 1 H-pyrazole-4-carbonyI]guanidine; 
[5-cyclopropyl- 1 -phenyl- lH-pyrazole-4-carbonyl]guamdine; 
[5-cyclopropyl-l-(2,6-dicUorophenyl)-lH-pyrazole^-carbonyl]guanidine; or a 
phannaceutically acceptable salt, hydrate or solvate thereof. 

19. (Previously Presented): A method of reducing tissue damage resulting from ischemia or 
hypoxia comprising administering to a mammal in need of such treatment 

a) an amount of a first compound, said first compound having Formula (1) 




H 2 N t>R 2 
(I) 
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wherein 

X is oxy, methylene or thio; 
YisCHorN; 

Z is H, (Ci-C 4 )alkyl 9 (Ci-C4)alkyloxy, trifluoromethyl or halo; 
R l is hydroxymethyl, {Ci-C3)alkoxymethyl, (C3-Cs)cycloalkoxymethyl, carboxy, (Ci- 
C3)alkoxycarbonyl, (C3-C5)cycloalkoxycarbonyl , 

1 , 1 -aminoiminomethyl, l,l-(mono-N- ordi-N,N-(Cj-Q)aIlcylaniino)irninomethyl, l,l-(mono-N- 
or di-N,N^C3^5)cycloalkylamino)iminomethyi, carbamoyl, mono-N- or 
di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N-(C3-C5)cycloalkylaminocarbonyl, or N- 
(Ci-C4)alkyl-N-(C3-C5)cycloalkylaminocarbonyl; 
R 2 is H, (C r C 3 )alkyl or (C 3 -C 5 )cycloalkyl; 

A is -(CH2)n- where n is and integer from 1 to 4, or -(CmH^^)- where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl, - 
CH(aryl)2, or 




where R B1 , R 82 , R B3 , R 84 and R B5 are each independently selected from the group 
consisting of hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (CrC*)alkyloxy, (Q- 
C 6 )alkylthio, (Ci-C 6 )alkylamino and -D-G, where D is oxy, thio, NH, (Ci-C6)alkyioxy, (Ci- 
C6)alkylthio or (Ci-C 6 )alkylamino and 
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G is a partially saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally having one to four 
heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C 3 )alkyl, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, (C 3 -Cs)cycloalkyl, hydroxy or (Ci-C 3 )alkoxy, or 

G is cyano, (Ci-CU)alkoxycarbonyl, (C 3 -C 5 )cycloalkoxycarbonyl, C(0)NR 4 R 5 , 
C(S)NR 4 R 5 , C(NH)NR 4 R 5 , C^Ci-C^alky^NR^ 5 or 
CCNCCa-Cio^ycloalky^NRV, where 

R 4 is H, (CpCio)alkyl, hydroxy, (Ci-Ci 0 )alkoxy, (C 3 -C ]0 )cycloalkoxy or a partially 
saturated, fully saturated or fully unsaturated five to eight membered ring, optionally linked 
through (Ci-C 3 )alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (Ci-C 3 ) bridge 
optionally linked through (Ci-C 3 )alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (Ci-Cio)alkyl, (Ci-C ]0 )alkoxy, (C 3 -Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, nitro, cyano, 
(C3-Cs)cycloalkyl, hydroxy or (Ci-C 3 )alkoxy, and 

R 5 is H, (Ci-Cio)alkyl or (Ci-Cio)cycloalkyi; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
membered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Ci-C6)alkoxy, (Ci-C8)alkyl, amino, raono-N- 
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or di-N^-(Ci-C 4 )alkylaminocarbonyl, mono-N- or di-N,!N-(C3-C5)cycloalkyl- ammocarbonyi, 
N-(Ci^ 4 )alk>1-N-(C3-C5)cycloalkylamiiiocarbonyl, moao-N- or di-N,N-(Ci-C4)alkylamino, 
mono-N- or di-N^N-(C3-C5)cycloalkylamino, 

N-(Ci-G4)alkyl-N-(C3-Cs)c>^loalkylamino, formylamino, (Ci-Q)alkylcarbonylainino, (C3- 
Q)cycloalkylcarbonylamino, (Cj -C4)alkoxycaAonylamino, 
N-(C 1 -C 4 )alkoxycarbonyl-N-(CrC4)alkylamino, (Ci-C 4 )sulfamoyl, 
(Ci-C 4 )alkylsulfonylamino, (C3-C5)cycloalkylsulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through (Cr 
C3)alkyl, optionally having one to three heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally linked through (Cj- 
C3)alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di-substituted with halo, trifluoromethyl, trifluoromethoxy, 
(Ci-C 3 )alkyl or (Ci-C 3 )alkoxy; 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -{CH2)i-, when R Bl is -D-G, R 84 is halo, trifluoromethyl, cyano, 
(C1-C3) alkyl, (C1-C3) alkyloxy, ethenyl or ethynyl, and R* 2 , R B3 and R B5 are hydrogen; and 

b) an amount of a second compound, said second compound being a cardiovascular 
agent, a glycogen phosphorylase inhibitor, a sorbitol dehydrogenase inhibitor, or an aldose 
reductase inhibitor; 

wherein the amounts of the first and second compounds result in a therapeutic effect 
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20. (Original): The method of Claim 19 wherein the aldose reductase inhibitor is 1 - 
phthalazineacetic acid, 3,4-dmydro^-oxo-3-[[5-trifluoromemyl)-2-benzothiazol>i]memyl]- or 
a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

2 1 . (Original): The method of Claim 19 wherein the glycogen phosphorylase inhibitor is 

5-chloro-lH-indole-2-carboxylic acid [(lS)-benzyl-(2R)-hydroxy-3-((3S)- 
hydroxypyrrolidin- 1 -yl)-3-oxopropyl] -amide; 

5-chloro-lH-indole-2-carboxylic acid [(lS)-benzyl -3-((3S,4S)-<yhydroxypyrrolidin-l- 
yl) -(2R)-hydroxy- 3-oxopropyl]-amide; 

5-chloro- 1 H-indole-2-carboxylic acid [(IS)- ((R) -hydroxy-dimethylcarbamoyl- 
methyl)-2-phenyl-ethyl]-amide; 

5-chloro-l H-indole-2-carboxylic acid [(IS)- ((R)-hydroxy-methoxy-methyl- 
carbamoyl)-methyl)-2-phenyi-ethyl]-amide; 

5-chloro- lH-indole-2-carboxylic acid [(IS)- ((R)-hydroxy-[(2-hydroxy-ethyl)-methyl- 
carbamoyl]-methyl)-2-phenyl-ethyl]-amide; 

5-chloro- lH-indole-2-carboxylic acid [(lS)-benzyl-2-(3-hydroxyimmo-pyrrolidin-l- 
yi)-2-oxo- ethyl] -amide; 

5-chloro- 1 H-indole-2-carboxylic acid [2-(cis-3,4-dihydroxy-pyrroIidin- 1 -yl)-2-oxo- 
ethyl]-amide; 

5-chloro- lH-indole-2-carboxylic acid [(IS)-benzyl -3-((cis)-dihydr6xypyrrolidin-l-yl> 
(2R)-hydroxy- 3-oxopropyl]-amide; 

5-chloro- 1 H-indole-2-carboxylic acid [2-((3 S ,4S)-dihydroxy-pyrrolidin- 1 -yl)-2-oxo- 
ethyl]-amide; 
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5-cMon>-lH-mdole-2-carboxylic acid [(1 S)-benzyl-2-(ds-3,4-dihydroxy-pyrrolidin-l - 
yl)-2-oxo-ethyl]-amide; 

5-chloro- 1 H-indole-2- carboxylic acid [2-( 1 , 1 -dioxo-thiazolidin-3 -yl)-2-oxo-ethyl] - 

amide; 

5-chloro- lH-indole-2-carboxylic acid [(1 S)-(4-fluoTO-benzyl)-2-(4-hydroxy-piperidin- 
1 -yl)-2-oxo-ethyl]-amide; 

5-chloro- 1 H-indole-2-carbox>dic acid [(1 S>benzyl-2-((3RS)-hydroxy-piperidin-l-yl)- 
2-oxo-ethyl] -amide; 

5-chloro- 1 H-indole-2-carboxyIic acid [2-oxo-2-(( 1 RS)-oxo-thiazolidin-3-yl)-ethyl]- 

amide; 

5-chloro- 1 H-indole-2-carboxylic acid [(1 S)-benzyl-2-(3-hydroxy-azetidin-l-yl)-2-oxo- 
ethyl]-amide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

22. (Currently Amended): The method of Claim 19 wherein the cardiovascular agent is a 0- 
blocker, a potassium channel opener, adenosine, an adenosine agonists, a calcium channel 
blocker, an ACE inhibitor, a nitric oxide donor, a diuretic, a glycoside, a thrombolytic, a 
platelet inhibitor, aspirin, dipyridamol, potassium chloride, clonidine, prazosin, pyruvate 
dehydrogenase kinase inhibitors, pyruvate dehydrogenase complex activators, a biguanide, an 
NHE-1 inhibitor, an angiotensin n receptor antagonist, a C5a inhibitor inhibitors , a soluble 
complement receptor type 1 or an analogue thereof, a partial fatty acid oxidation inhibitor, an 
acetyl CoA carboxylase activator, a malonyl CoA decarboxylase inhibitor, a 5'AMP-activated 
protein kinase inhibitor, an adenosine nucleoside inhibitor, an anti-apoptotic agent, a 
monophosphoryl lipid A or analogue thereof, a nitric oxide synthase activator/inhibitor a 
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protein kinase C activator, a protein kinase 8 inhibitor, a poly (ADP ribose) synthetase 
inhibitor, metformin, an endothelin coverting enzyme inhibitor, an endothelin ET A receptor 
antagonist, a TAFI inhibitor, or a Na/Ca exchanger modulator. 

23. (Previously Presented): A pharmaceutical kit comprising: 

a. a first compound, said first compound having Formula (I) 




(I) 

wherein 

X is oxy, methylene or thio; 
YisCHorN; 

Z is H, (Ci-C 4 )alkyl, (C r C 4 )alkyloxy, trifluoromethyl or halo; 
R 1 is hydroxymethyl, (Ci-CsJalkoxymethyl, (C 3 -C5)cycloalkoxymethyl, carboxy, (Ci- 
C3)alkoxycarbonyl, (C3-C 5 )cycloalkoxycarbonyl, 
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1 , 1 -am inoiminomethyl, 1,1 -(mono-N- or di-N,N-(Ci-Q)aIkylamino)iminomethyl, l,l-(mono-N- 
or di-N,N-(C3-C5)cyclodkylamino)iininomethyl, carbamoyl, mono-N- or 
di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N^C3-C 5 )cycloalkylaminocarbonyl, or N- 
(Ci-C4)alk5d-N-(C3-C5)cycloalkylaminocarbonyl; 
R 2 is H, (C,-C 3 )alkyi or (C 3 -C 5 )cycloalkyl; 

A is -(CH 2 )n- where n is and integer from 1 to 4, or -(CmHfema)- where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl, - 
CH(aryl)2, or 




where R BI , R m , R B3 , R 64 and R B5 are each independently selected from the group 
consisting of hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-CwOalkyloxy, (Q- 
C6)alkylthio, (Ci-Q)alkylamino and -D-G, where D is oxy, thio, NH, (Ci-Cyalkyloxy, (Ci- 
C6)alkylthio or (Ci-C 6 )alkylamino and 

G is a partially saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally having one to four 
heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
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mono-, di- or tri-substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, (C3-C5>cycloalkyl, hydroxy or (Ci-C3)alkoxy, or 

G is cyano, (Ci-C 4 )alkoxycarbonyl, (C 3 -C5)cycloalkoxycarbonyl, C(0)NR 4 R 5 , 
C(S)NR 4 R 5 , C(NH)NR 4 R 5 , C(N(Ci-C 3 )alkyl)NR 4 R 5 or 
CCNCCs-C^JcycloalkyONR^ 5 , where 

R 4 is H, (Ci-Cio)alkyl, hydroxy, (C!-Ci 0 )alkoxy, (C 3 -Cio)cycloalkoxy or a partially 
saturated, fully saturated or fully unsaturated five to eight membered ring, optionally linked 
through (Ci -C 3 )alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (C1-C3) bridge 
optionally linked through (Ci-C 3 )alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (Ci-Cio)alkyl, (C]-Cio)alkoxy, (C3-Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C3>alkyl, trifluoromethyl, nitro, cyano, 
(C3-C 5 )cycloalkyi, hydroxy or (Ci-C3)alkoxy, and 

R 5 is H, (Ci-Cio)alkyl or (Ci-Cio)cycloalkyl; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
membered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Q-C^alkoxy, (C]-C8)alkyl, amino, mono-N- 
or di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N-(C3-Cs)cycloalkyl- aminocarbonyl, 
N-(Ci-C4)alkyl-N-(C3-C 5 )cycloalkylaminocarbonyl, mono-N- or di-N,N-(Ci-C 4 )alkylamino, 
mono-N- or &-N,N-(C3-C5)cycloalkylamino, 

N-(Ci-C4)alkyl-N-(C 3 -C5)cycloalkylamino, formylamino, (Cj-COalkylcarbonylamino, (C3- 
C5)cycloalkylcarbonylamino, (Ci -C4)alkoxycarbonylamino, 
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N-(Ci-C4)alkoxycaibonyl-N-(Ci-C 4 )alkylamino, <Ci-C 4 )sulfamoyl, 
(Ci-C 4 )alkylsulfonylamino, (C3-C*)cycloalkylsulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through (Cr 
C 3 )alky], optionally having one to three hetero atoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, rally saturated or fully 
unsaturated three to six membered rings, taken independently, optionally linked through (Q- 
C3)alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di-substituted with halo, trifluoromethyl, trifluoromethoxy, 
(Ci-C 3 )alkyl or (Ci-Cj)alkoxy; 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -(CH 2 )r, when R BI is -D-G, R 84 is halo, trifluoromethyl, cyano, 
(C1-C3) alkyl, (C1-C3) alkyloxy, ethenyl or ethynyl, and R B2 , R B3 and R B5 are hydrogen; and a 
pharmaceutically acceptable carrier, vehicle or diluent in a first unit dosage form; 

b. a second compound, said second compound being a cardiovascular agent, a glycogen 
phosphoryiase inhibitor, a sorbitol dehydrogenase inhibitor, or an aldose reductase inhibitor and 
a pharmaceutically acceptable carrier, vehicle or diluent in a second unit dosage form; and 

c. a container. 

24. (Currently Amended): A compound having Formula (I) 
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(") 

wherein 

X is oxy, methylene or thio; 
Yis CHorN; 

Z is H, (Ci-C 4 )alkyl, (Ci-C 4 )alkyloxy, trifluoromethyl or halo; 
R 1 is hydroxymothyl, (CpCsJalkoxymethyl, (C3-C5)cycloalkoxymethyl, carboxy, (Ci- 
C3)alkoxycarbonyl, (C3-C5)cycloalkoxycarbonyl, 

1 , 1 -anunoiminomethyl, 1 , 1 -(mono-N- or di-N J N-(Ci-Q)alkylammo)iminomethyl, 1 , 1 -(mono-N- 
or di-N,N-(C 3 -C 5 )cycIodkylamino)iniinornethyl, carbamoyl, mono-N- or 
di-N,N-(Ci-C4)alkyiarninocarbonyl > mono-N- or di-N,N-(C3-C 5 )cycloaIkylaminocarbonyl, or N- 
(Ci-C4)alkyl-N-(C3-C5)cycloalkylaminocarbonyl; 
R 2 is H, (Ci-C 3 )alkyl or (C 3 -C 5 )cycloalkyl; 

A is -<CH 2 )„- where n is and integer from 1 to 4, or -{C m H2 m -2> where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted aryl, -CH(aryl)2, or 
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R B2 



-i 




where R , is hydrogen, (Ci-COalkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Q- 
C6)alkyithio, (Ci-C6)alkylamino or -D-G, 

R B2 is (Ci-COalkyl, halo, hydroxy, thio, amino, (Ci-QOalkyloxy, (Ci-C 6 )alkylthio, (Ci- 
C6)alkylamino or -D-G, 

R B3 is hydrogen, (Ci-COalkyl, halo, hydroxy, thio, amino, is (C|-C6)alkyloxy, (d- 
C 6 )alkylthio, (Ci-C 6 )alkylamino or -D-G, 

R 34 is hydrogen, (Ci-COalkyl, halo, hydroxy, thio, amino, (Ci-Cyalkyloxy, (d- 
C 6 )alkylthio, (Ci-Q)alkylamino or -D-G, 

R B5 is hydrogen, (Ci-COalkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci- 
C6)aikylthio, (Ci-C 6 )alkylamino or -D-G, 

D is oxy, thio, NH, (Ci-C 6 )alkyloxy, (Ci-C6)alkylthio or (Ci-C6)alkylamino and 

G is a partially saturated, fully saturated or fully unsaturated five to eight mernbered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally having one to four 
heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-COalkyl, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, (C 3 -COcycloalkyl, hydroxy or (C l -C 3 )alkoxy, or 
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G is cyano, (C|-C 4 )alkoxycarbonyl, (C 3 -C 5 )cycloalkoxycarbonyl, C^C^NR^ 5 , 
C(S)NRV, CCNI^NR^R 5 , C(N(Ci-C 3 )alkyl)NR 4 R 5 or 
C(N(C3-Cio)cycloalkyl)NR 4 R 5 , where 

R 4 is H, (Ci-Cio)alkyl, hydroxy, (Ci-Cio)alkoxy, (C 3 -Cio)cycloalkoxy or a partially 
saturated, fully saturated or fully unsaturated five to eight rnembered ring, optionally linked 
through (Ci-C3)alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (C1-C3) bridge 
optionally linked through (Ci-C3)alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (C]-Cio)alkyl, (Ci-Cio)alkoxy, (C3-Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C 3 )alkyl, trifluoromethyl, nitro, cyano, 
(C3-C 5 )cycloalkyl, hydroxy or (Ci-C 3 )alkoxy, and 

R 5 is H, (Ci-Cio)alkyl or (Ci-Cio)cycloalkyl; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
rnembered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Ci-C6)alkoxy, (Ci-Cg)alkyl, amino, mono-N- 
or di-N,N-(CrC4)alkylaminocarbonyl, mono-N- or di-N,N-(C 3 -C5)cycloalkyl- aminocarbonyl, 
N-(Ci-C 4 )alkyl-N-(C3-C5)cycloalkylaminocarbonyl, mono-N- or di-N,N-(Ci-C4)alkylaraino, 
mono-N- or di-N,N-(C 3 -C5)cycloalkylamino, 

N-(Ci-C4)alkyl-N-(C3-C5)cycloalkylamino, formylamino, (Ci-C 4 )alkylcarbonylamino, (C 3 - 
CsJcycloalkylcarbonylamino, (Ci -C4)alkoxycarbonylamino, 
N-(Ci-C4)alkoxycarbonyl-N-(Ci-C4)alkylamino, (Ci-C4>sulfamoyl, 
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(Ci-C 4 )alkylsulfonylamino, (C3-C5)cycloalkylsulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through (Ci- 
C 3 )alkyl, optionally having one to three heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally linked through (Q- 
C 3 )alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di-substituted with halo, trifluoromethyl, trifluoromethoxy, 
(Ci-C 3 )alkyl or (Ci-C 3 )alkoxy, 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -(CH 2 )i-, when R B1 is -D-G, R 84 is halo, trifluoromethyl, cyano, 
(C1-C3) alkyl, (Cj-C 3 ) alkyloxy, ethenyl or ethynyl, and R K , R B3 and R 35 are hydrogen. 

25. (Previously Presented): The compound of Claim 24 wherein 
X is oxy; 
YisN; 
Z is H or CI; 

R 1 is (Ci-C 6 )alkylcarbamoyl; 
R 2 is H; 

A is -{CH2)n-, where n is 1 or 2, or cyclopropyl; and 
B is substituted or unsubstituted heteroaryl, naphthyl, 
-CH(aryi>2, or 
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where R Bl is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (C|- 
C<$)alkylthio, (C l -C 6 )alkylamino or -D-G, 

R 82 is (C r C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C 6 )alkyIoxy, (Ci-C 6 )alkylthio, (d- 
C6)aIkylamino or and -D-G, 

R B3 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-Cyalkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C6)alkylamino or and -D-G, 

R w is hydrogen, (C]-C4)alkyl, halo, hydroxy, thio, amino, (Ci-Cyalkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C6)alkylamino or and -D-G, 

R 35 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-Q;)alkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C6)alkylamino or and -D-G, 

D is oxy, thio, (Ci-C6)alkyloxy or (Ci-Cejalkylthio, and 

G is phenyl, pyridyl, pyrimidinyl, pyrazinyl, thiazolyl, oxazolyl, isoxazolyi, 
pyridinazinyl, tetrazolyl, isothiazolyl, thiophenyi, furanyl, 1,2,4-oxadiazolyl, 1,2,4-thiadiazolyl, 
pyrazolyl, pyrrolyl, indolyl, naphthalenyl, quinolinyl, isoquinolinyl, benzo[b]furanyl, 
benzo[b]thiophenyl, benzothiazolyl, tetrahydrofuranyl, pyrrolidinyl, piperidinyl, 
tetrahydropyranyl, morpholinyl wherein said G is optionally mono-, di- or tri-substituted 
independently with halo, (Ci-Cyalkyl or (Ci-C3)alkoxy; 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 
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26. (Previously Presented): The compound of Claim 25 wherein B is 



R B2 




where R Bl is (CrC 4 )alkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 

R B2 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, (Ci-Q)alkyloxy or -D-G, 
R B3 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C 6 )aikyIoxy or -D-G, 
R 84 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
R B5 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (C]-C 6 )alkyloxy or -D-G, 
D is (Ci-C6)aIkoxy and 

G is phenyl, pyridyl, thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, furanyl, 1,2,4- 
oxadiazolyl, 1,2,4-thiadiazolyl, pyrazolyl, pyrrolyl, or morpholinyl wherein said G is optionally 
mono-, di- or tri-subsututed independently with halo, (Ci-C 3 )alkyl, trifluoromethoxy or (Ci- 
C3)alkoxy; 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 

27. (Currently Amended): A compound having Formula (I) 
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wherein 

X is oxy, methylene or thio; 
YisCHorN; 

Z is H, (Ci-C 4 )alkyl, (Ci-C 4 )alkyloxy, trifluoromethyl or halo; 
R 1 is hydroxymcthyl, (Ci-C3)alkoxymethyl, (C3-Cs)cycloalkoxymethyI, carboxy, (Q- 
C 3 )alkoxycarbonyl, (C3-C5)cycloalkoxycarbonyl, 

1 , 1 -aminoiminomethyi, 1 , 1 -(mono-N- or di-N,N-(C i -C4)alkylammo)iminomethyl, 1 , 1 -(mono-N- 
or di-N,N-(C3-C5)cydoalkylammo)irninomethyl, carbamoyl, mono-N- or 
di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N^N-(C3-C 5 )cycloalkylaminocarbonyl, or N- 
(Ci-C4)alkyl-N-(C3-Cs)cycloalkylaminocarbonyl; 
R 2 is H, (Ci-C 3 )alkyi or (C 3 -C 5 )cycloalkyl; 

A is -{CH 2 ) n - where n is and integer from 1 to 4, or -(CmH^^)- where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted aryl, -CH(aryl)2, or 
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where R B1 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C6)alkylamino or -D-G, 

R B2 is hydrogen, (Cj-COalkyl, halo, hydroxy, thio, amino, (Ci-Ce)alkyloxy, (Ci- 
C 6 )alkyithio, (Ci-C 6 )alkylamino or -D-G, 

R B3 is (CrCOalkyl, halo, hydroxy, thio, amino, is (Ci-QOalkyloxy, (Ci-C 6 )alkylthio, (Ci- 
C6)alkylamino or -D-G, 

R 84 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C6>alkyloxy, (C|- 
C6)alkylthio, (Ci-Cejalkylamino or -D-G, 

R B5 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-Q)alkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C 6 )alkylamino or -D-G, 

D is oxy, thio, NH, (Ci-C 6 )alkyloxy, (Ci-C 6 )alkylthio or (Ci-C6)alkylamino and 

G is a partially saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally having one to four 
heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
mono-, di- or tri- substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, 
trifluoromethoxy, nitre, cyano, (C 3 -C 5 )cycloaIkyl, hydroxy or (d-C 3 )alkoxy, or 
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G is cyano, (Ci-C 4 )alkoxycarbonyl, (C3-C 5 )cycloalkoxycarbonyl, C(0)NR 4 R 5 , 
C(S)NR 4 R 5 , C^NtQNRV, C(N(Ci-C 3 )alkyl)NR 4 R 5 or 
C(N(C 3 -Cio)cycloalkyl)NR 4 R 5 , where 

R 4 is H, (Ci-Cio)alkyl, hydroxy, (Ci-C ]0 )alkoxy, (C 3 -Cio)cycloalkoxy or a partially 
saturated, fully saturated or fully unsaturated five to eight membered ring, optionally linked 
through (Ci-C3)alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (C1-C3) bridge 
optionally linked through (Ci-C3)alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (Ci-Cio)alkyl, (Cj-Cio)alkoxy, (C3-Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, nitro, cyano, 
(C 3 -Cs)cycloalkyl, hydroxy or (Ci-C 3 )alkoxy, and 

R 5 is H, (Ci-Cio)alkyl or (Ci-Ci 0 )cycloalkyl; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
membered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Ci-C6)alkoxy, (Ci-Cs)alkyl, amino, mono-N- 
or di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N-(C 3 -C 5 )cycloalkyl- aminocarbonyl, 
N<Ci-C 4 )alkyl-N-(C 3 <J5)<^cloalkylaminocarbonyl, mono-N- or di-N,N-(Ci-C 4 )alkylamino, 
mono-N- or di-N,N-(C 3 -C 5 )cycloalkylamino, 

N-(Ci-C4)alkyl-N-(C 3 -C 5 )cycloalkylamino, formylamino, (Ci-C 4 )alkylcaibonylamino, (C 3 - 
C5)cycloalkylcarbonylamino, (C 1 -C4)alkoxycarbonylamino, 
N-(Ci-C4)alkoxycarbonyl-N-(Ci-C 4 )alkylarxiino, (Ci-C 4 )sulfamoyl, 
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(Ci-C 4 )alkylsulfonylamino, (C 3 -C3)cycIoalk^sulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through {Cj- 
C3)alkyl, optionally having one to three heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or folly 
unsaturated three to six membered rings, taken independently, optionally linked through (Ci- 
C3)alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di-substituted with halo, trifluoromethyl, trifiuoromethoxy, 
(Ci-C 3 )alkyl or (Ci-Cyalkoxy, 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -(CH 2 )r, when R BI is -D-G, R 84 is halo, trifluoromethyl, cyano, 
(C1-C3) alkyl, (C1-C3) alkyloxy, ethenyl or ethynyl, and R B2 , R B3 and R B5 are hydrogen. 

28. (Previously Presented): The compound of Claim 27 wherein 
X is oxy, 
YisN; 
Z is H or CI; 

R 1 is (Ci-C6)alkylcarbamoyl; 
R 2 is H; 

A is -{CH2V, where n is 1 or 2, or cyclopropyl; and 
B is substituted or unsubstituted heteroaryl, naphthyl, 
-CH(aryl)2, or 
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where R is hydrogen, (Ci-Qjalkyl, halo, hydroxy, thio, amino, (CrC^alkyloxy, (Ci- 
C6)aIkylthio, (Ci-C 6 )alkylamino or -D-G, 

R 32 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (C t -C6)alkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C 6 )alkylamino or and -D-G, 

R B3 is (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci-C 6 )alkyithio, (d- 
C6)alkylamino or and -D-G, 

R 84 is hydrogen, (Ci-C 4 )alkyi, halo, hydroxy, thio, amino, (Ci-C 6 )alkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C6)alkylamino or and -D-G, 

R BS is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-Cyalkyloxy, (Ci- 
C 6 )alkylthio, (Ci-C 6 )alkylamino or and -D-G, 

D is oxy, thio, (C r C 6 )alkyloxy or (Ci-QOalkylthio, and 

G is phenyl, pyridyl, pyrimidinyl, pyrazinyl, thiazolyl, oxazolyl, isoxazolyl, 
pyridinazinyl, tetrazolyL, isothiazolyl, thiophenyl, furanyl, 1,2,4-oxadiazolyl, 1,2,4-thiadiazolyl, 
pyrazolyl, pyrrolyl, indolyl, naphthalenyl, quinolinyl, isoquinolinyl, benzo[b]furanyl, 
benzo[b]thiophenyl, benzothiazolyl, tetrahydrofuranyl, pyrrolidinyl, piperidinyl, 
tetrahydropyranyl, morpholinyl wherein said G is optionally mono-, di- or tri-substituted 
independently with halo, (Ci-Cj)alkyl or (C r C 3 )alkoxy; 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 
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29. (Previously Presented): The compound of Claim 28 wherein B is 




where R is, R , R , R and R are each independently selected from the group consisting of 

hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C^alkyloxy or -D-G, 

R 82 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
K m is (Ci-GOalkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
R 84 is hydrogen, (Q-Cyalkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
R B5 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-C 6 )alkyloxy or -D-G, 
D is (Cj-Ce)alkoxy and 

G is phenyl, pyridyl, thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, furanyl, 1,2,4- 
oxadiazolyl, 1,2,4-thiadiazolyl, pyrazolyl, pyrrolyl, or morpholinyl wherein said G is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C 3 )alkyl, trifluoromethoxy or (C r 
C3)alkoxy, 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 

30. (Currently Amended): A compound having Formula (I) 
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(0 

wherein 

X is oxy, methylene or thio; 
YisCHorN; 

Z is H, (Ci-C^alkyl, (Ci-C4)alkyloxy, trifluoromethyl or halo; 
R 1 is hydroxymothyl, (Ci-C3)alkoxymethyl, (C3-C5>cycloalkoxymethyl, carboxy, (Ci- 
C3)alkoxycarbonyl, (C3-C5)cycloalkoxycarbonyl, 

1 , 1 -aminoiminomethyl , 1 , 1 -(mono-N- or di-N,N-(Ci-C 4 )alkylainmo)iminomethyl f 1 , 1 -(mono-N- 
or di-N,N-(C3-C 5 )cycloalk>ianiino)iininomethyl, carbamoyl, mono-N- or 
di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N<C3-C 5 )cycloalkylaminocarbonyl, or N- 
(Ci-C 4 )alkyl-N-(C 3 -C5)cycloalkylaininocarbonyl; 
R 2 is H, (Ci-C3)alkyl or (C 3 -C5)cycloalkyl; 

A is -(CH2)n- where n is and integer from 1 to 4, or -(C^m i)- where m is an integer 
from 3 to 6; and 

B is hydrogen, substituted or unsubstituted heteroaryl, substituted aryl, -CH(aryl)2, or 
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R B2 




where R BI is hydrogen, (Ci-GOalkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci- 
C 6 )alkylthio, (Ci-Q)alkylamino or -D-G, 

R B2 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (C|-C6)alkyioxy, (Cj- 
C 6 )alkylthio, (CrC 6 )alkylamino or -D-G, 

R B3 is hydrogen, (d-C 4 )alkyl, halo, hydroxy, thio, amino, is (Ci-C6)alkyioxy, (Ci- 
C<s)alkylthio, (Ci-C 6 )alkylamino or -D-G, 

R 34 is (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C<s)alkyloxy, (Ci-C 6 )alkylthio, (C r 
C6)alkylamino or -D-G, 

R B5 is hydrogen, (Ci-C^alkyl, halo, hydroxy, thio, amino, (Ci-Q)alkyloxy, (Ci- 
C 6 )alkylthio ) (Ct-C6)alkylamino or -D-G, 

D is oxy, thio, NH, (C|-C6)alkyloxy, (C]-C 6 )alkylthio or (Ci-C 6 )alkylarnino and 

G is a partially saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to three heteroatoms selected independently from oxygen, sulfur and 
nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally having one to four 
heteroatoms selected independently from nitrogen, sulfur and oxygen, wherein G is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, (C 3 -C 5 )cycloalkyl, hydroxy or (C r C 3 )alkoxy, or 
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G is cyano, (Ci-C4)alkoxycarbonyl, (C3-C3)cycloalkoxycarbonyl, C(0)NR 4 R 5 , 
C(S)NR*R 5 , CCNI^NR^ 5 , C(N(Ci-C 3 )alkyl)NR 4 R 5 or 
C(N(C3-Cio)cycloalkyl)NR 4 R 5 , where 

R 4 is H, (Ci-Cio)alkyl, hydroxy, (Ci-Cio)alkoxy, (C3-Cio)cycloalkoxy or a partially 
saturated, fully saturated or fully unsaturated five to eight membered ring, optionally linked 
through (Ci-C3)alkyl, optionally having one to three heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicyclic ring or a bicyclic ring with optional (C1-C3) bridge 
optionally linked through (Ci-C 3 )alkyl, said bicyclic ring or bridged bicyclic ring optionally 
having one to four heteroatoms selected independently from nitrogen, sulfur and oxygen wherein 
said (Ci-Cio)alkyl, (Ci-Cio)alkoxy, (C3-Cio)cycloalkoxy or R 4 ring(s) is optionally 
mono-, di- or tri-substituted independently with halo, (Ci-C3)alkyl, trifluoromethyl, nitro, cyano, 
(C 3 -C5)cycloalkyl, hydroxy or (Ci-C3)alkoxy, and 

R 5 is H, <Ci-C l0 )alkyl or (Ci-Ci 0 )cycloalkyl; or R 4 and R 5 taken together with the 
nitrogen to which they are attached form a fully saturated or partially unsaturated four to nine 
membered ring, said ring optionally bridged, optionally having one to three additional 
heteroatoms selected independently from oxygen, sulfur and nitrogen, said ring optionally mono- 
or di-substituted independently with oxo, hydroxy, (Ci-C6>alkoxy, (CrCg)alkyl, amino, mono-N- 
or di-N,N-(Ci-C4)alkylaminocarbonyl, mono-N- or di-N,N-(C 3 -C 5 )cycloalkyl- aminocarbonyl, 
N-(CrC4)alkyl-N-{C3-C 5 )cycloalkylaminocarbonyl, mono-N- or di-N,N-(Ci-C4)alkyiamino, 
mono-N- or di-N,N-(C3-Cs)cycloalkylamino, 

N-(Ci-C4)alkyl-N-(C 3 -C5)cycloalkylamino, formylamino, (Ci-C4)alkylcarbonylamino, (C3- 
Cs)cycloalkylcarbonylamino, (Ci-C4)alkoxycarbonylamino, 
N-(Ci-C 4 )alkoxycarbonyi-N-(C l -C4)alkylamino, (Ci-C4)sulfamoyl, 
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(Ci-C4)alkylsulfonylaniino, (C3-C5)cycloalkylsulfonylamino or a partially saturated, fully 
saturated or fully unsaturated five to eight membered ring, optionally linked through (Ci- 
C3)alkyl, optionally having one to three heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused partially saturated, fully saturated or fully 
unsaturated three to six membered rings, taken independently, optionally linked through (Ci- 
Cj)alkyl, optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, optionally mono- or di-substituted with halo, trifluoromethyl, trifluoromethoxy, 
(Ci-C 3 )alkyi or (Ci-C 3 )alkoxy; 

a prodrug thereof or a pharmaceutical acceptable salt, hydrate or solvate of said 
compound or said prodrug; 

provided that A is not -(CH2>r, when R Bl is -D-G, R 84 is halo, trifluoromethyl, cyano, 
(C1-C3) alkyi, (C1-C3) alkyioxy, ethenyl or ethynyl, and R B2 , R 33 and R B5 are hydrogen. 

3 1 . (Previously Presented): The compound of Claim 30 wherein 
X is oxy; 
YisN; 
Z is H or CI; 

R l is (CrC6)alkylcarbamoyl; 
R 2 is H; 

A is -(CH2V, where n is 1 or 2, or cyclopropyl; and 
B is substituted or unsubstituted heteroaryl, naphthyl, 
-CH(aryl)2, or 
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where R BI is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C 6 )alkyloxy, (C r 
QJalkylthio, (Ci-C6)alkylarnino or -D-G, 

R B2 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C^alkyloxy, (Ci- 
C^alkylthio, (Ci-C 6 )alkylamino or and -D-G, 

R B3 is hydrogen, (Ci-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C6)alkyloxy, (Ci- 
Cyalkylthio, (Ci-C6)alkylamino or and -D-G, 

R 84 is (Ci-C 4 )alkyl, halo, hydroxy, thio, amino, (Ci-C 6 )alkyioxy, (Ci<*)alkylthio, (Ci- 
Cejalkylamino or and -D-G, 

R B5 is hydrogen, (C]-C4)alkyl, halo, hydroxy, thio, amino, (Ci-C6>alkyioxy, (Ci- 
C6)alkylthio, (Ci-C6)alkylamino or and -D-G, 

D is oxy, thio, (Ci-Q)alkyloxy or (Ci-C 6 )alkylthio, and 

G is phenyl, pyridyl, pyrimidinyl, pyrazinyl, thiazolyl, oxazolyl, isoxazolyl, 
pyridinazinyl, tetrazolyl, isothiazolyl, thiophenyl, furanyl, 1 ,2,4-oxadiazolyl, 1,2,4-thiadiazolyl, 
pyrazolyl, pyrrolyl, indolyl, naphthalene, quinolinyi, isoquinolinyl, henzo[b] furanyl, 
benzo[b]thiophenyl, benzothiazolyl, tetrahydro furanyl, pyrrolidinyl, piperidinyl, 
tetrahydropyranyl, morpholinyl wherein said G is optionally mono-, di- or tri-substituted 
independently with halo, (Ci-C3)alkyl or (Ci-C 3 )alkoxy, 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 
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32. (Previously Presented): The compound of Claim 31 wherein B is 




where R B1 is (Ci-Q)alkyl, halo, hydroxy, (Ci-Q)alkyioxy or -D-G, 

R 82 is hydrogen, (d-C 4 )alkyl, halo, hydroxy, (Ci-C^alkyloxy or -D-G, 
R B3 is hydrogen, (C]-C 4 )alkyl, halo, hydroxy, (Ci-C6)alkyloxy or -D-G, 
R 04 is (C|-C 4 )alkyl, halo, hydroxy, (C|-Q)alkyloxy or -D-G, 
R B5 is hydrogen, (Ci-C 4 )alkyl, halo, hydroxy, (Ci-QOalkyloxy or -D-G, 
D is (Ci-C 6 )alkoxy and 

G is phenyl, pyridyl, thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, furanyl, 1,2,4- 
oxadiazolyl, 1,2,4-thiadiazolyl, pyrazolyl, pyrrolyl, or morpholinyl wherein said G is optionally 
mono-, di- or tri- substituted independently with halo, (Ci-C 3 )alkyl, trifluoromethoxy or (Ci- 
C3)alkoxy; 

a prodrug thereof, or a pharmaceutically acceptable salt, hydrate or solvate of said 
compound or said prodrug. 
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